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L5 ANSWER 1 OF 2 US PAT FULL 

TI Inhibition of cell growth by an anti-prolif erative factor 

AB The present invention involves the identification of a factor or 

factors 

that are anti-prolif erative and can be used in the treatment of cancers 
and other hyperprolif erative disease states. The factor or factors are 
induced from cells follow contact of the cells with viral or plasmid 
expression vectors. One factor is between about 3 kDa and 300 kDa in 
size, while another is less than about 3 kDa in size. Both are heat 
stable and is resistant to both protease and nuclease 
treatment. Methods for purification and use of the factor also are 
disclosed. 
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TI Methods of assaying differential expression 

AB Methods and compositions are provided for analyzing differences in the 
RNA profiles between a plurality of different physiological samples. In 
the subject methods, a set of a representational number of distinct 

gene 

specific primers is used to generate labeled nucleic acids from each of 
the different physiological samples. The labeled nucleic acids are then 
compared to each other and differences in the RNA profiles are 
determined. The subject methods find use in methods of identifying 
differential gene expression. 
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Methods of assaying differential expression 

Methods and compositions are provided for analyzing differences in the 
RNA profiles between a plurality of different physiological samples. In 
the subject methods,* a set of a representational number of distinct 
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TI Modulation of cellular DNA repair activity - using compounds identified 

as 

modulating the interaction of XRCC4, DNA 

ligase IV and DNA-PKcs/Ku. 
AN 1998-399301 [34] WPIDS 
CR 1998-379674 [33] 
AB WO 9830902 A UPAB: 20001016 

Assaying for a compound able to modulate the interaction or binding 

between XRCC4 and any of DNA ligase 

IV and/or DNA-PKcs/Ku (DPK) comprises: (a) bringing into contact: 
(i) a substance including XRCC4 (or a fragment, derivative, 
variant or analogue able to bind DNA ligase IV 
or DPK); (ii) a substance including DNA ligase 

IV (or a fragment, derivative, variant or analogue able to bind 
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XRCC4; and/or (ii^uDPK (or a fragment, derivative ^variant or 
analogue able to |Bd XRCC4), and a test compound Wer 

conditions where, the test compound is not an inWbitor of interaction 
or binding between the substances, the substances interact or bind; and 
(b) determining interaction or binding between the substances. 

Also claimed are: (1) assaying for a compound able to affect 
DNA ligase IV activity, comprising: (a) 
bringing into contact DNA ligase IV and a 

test compound; and (b) determining DNA ligase activity; (2) an 
assay method including: (a) bringing into contact: (i) a 
substance which includes DPK or a fragment, derivative, variant or 
analogue able to phosphorylate XRCC4; (ii) a substance which 
includes XRCC4 or a fragment, derivative, variant or analogue 
able to bind XRCC4 including a site phosphorylated by DPK; and 
(iii) a test compound; and (b) determining phosphorylation at the site; 
(3) an agent capable of: {a) modulating the interaction between 
XRCC4 and any of DNA ligase IV 
and/or DPK; (b) affecting DNA ligase IV 

activity; or (c) affecting DPK phosphorylation of XRCC4, 
obtained using a method as above; (4) a peptide fragment (A) of 
DNA ligase IV capable of modulating 
interaction between XRCC4 and any of DNA 
ligase IV and/or DPK; (5) a nucleic acid (I) encoding 
(A); (6) a peptide fragment of XRCC4 (B) capable of modulating 
interaction between XRCC4 and DNA ligase 

IV; (7) a nucleic acid (II) encoding (B) ; and (8) a method 

for screening an individual for a predisposition to a disorder in which 

DNA repair plays a rcle, comprising determining from a sample taken from 

the individual the presence or absence of a defect in XRCC4 

and/or DNA ligase IV activity. 

USE - Compounds which modulate the interaction between XRCC4 
, DNA ligase IV and DPK can be used to 

modulate cellular DNA repair activity, e.g. in the treatment of 
proliferative disorders, cancers and tumours, disorders involving 
retroviruses such as AIDS, human adult T-cell leukaemia/ lymphoma, Type I 
diabetes and multiple sclerosis, and also in radiotherapy and 
chemotherapy. They can also be used in the potentiation of gene targeting 
and gene therapy. They can also be used for the modulation of immune 
system function. 
Dwg.0/6 
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Modulation of cellular DNA repair activity; 

recombinant protein production, monoclonal antibody, drug screening 
and nucleic acid for use in therapy and gene therapy 

1998-09129 BIOTECHDS 

A new assay method for a compound (I) able to 
modulate the interaction or binding between XRCC4 and 
DNA-ligase-tV (DL4), or XRCC4 and 

DNA-PKcs/Ku (DPK) , or XRCC4, DL4 and DPK, is claimed. Also 
claimed are (I) identified by this method, a peptide fragment 
(protein sequence specified) of DL4 with (I) activity, nucleic acid 
encoding the peptide, which can be used in gene therapy, and use of (I) 
in therapy of a disorder in which DNA repair plays a role, e.g. AIDS, 
cancer, human adult T-lymphocyte leukemia or lymphoma, diabetes type-I 
and multiple sclerosis. Also disclosed are: a yeast homolog of mammal 
DL4; use of antisense nucleic acid or ribozymes in therapy; production 

a peptide or protein by recombinant expression of nucleic acid in a 
prokaryote or eukaryote host cell; monoclonal antibody production by 
hybridoma cell culture; and disease diagnosis using DNA probe or DNA 
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primer, and polymerase chain reaction, DNA fingerprinting and/or 
sequence 

analyses. The fJ^Pucts can also be used to incre^p efficiency of gene 
targeting and gene therapy. (118pp) 
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